

- ' - —i * 



United States Patcntand Trademark Office 



AI'PI l< A I |( >\ \ ( , 



HUNCi DAT!: 



MRM \ \\||- 1) I W IM ok 



12/13/2000 



M tn.uific Brut^em; 



inn 



'y>u 



0 



HI- LLLR I JIRMAN WHITE & MCAL'LII f I LLP 
1666 K S I RI I I\NW 
SUITL 300 

WASH INC, TON, DC 20006 



■ ^ L 1 ' 1 ' 1 " ' " . ! " , ' „ 1/ , .1 ' r i . 



' :rA< ' ' F f'-'Vi'KNTs AND TKAH1-A! 



CONFIRMATION NO 



3627 



fiXA MINHR 



W 'HI IBE. ANNE MARIE SABRINA 



AK I I \|| 



PAPKR NUMBER 



1ft v 



OATH MAILKD: 01 29 2003 



J 



Please find beiow and/or attached an Office conjunction ^n^min, iU 

nice ^.nr^un^ation concerning this application or proceeding. 



PTO-90C (Rev. 07-01) 




r 




Office Action Summary 



Application No. 
09/734,613 



AppNcant(s) 



Bruggemann 



Examiner 

Anne Marie Wehbe 



Art Unit 

1632 



« The MAILING DATE of this communication appears on the cover shee7 w ith ,#,„ , U 

Period for Reply h the corr ^pondence address ~ 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TD pvpirp 

THE MAILING DATE OF THIS COMMUNICATE ~ MONTH(S) FROM 

■ Extensions of time may be available under the provisions of 37 CFR 1 1 36 (a) In nn ™ 

mailing date of this communication. ' 1 ,n n ° 6Vent ' howeve '< may a reply be timely filed after SIX (6) MONTHS from the 

- If the period for reply specrfied above is less than thirty nni l 

■ Fa.lure «o repr, w,«h,n the set or extend penod .or repry w l ^s . J T\ l ^ "° m ,he ™'" n « da,e ° f th » coition 
Any repry recced by .he Office later then three months afte (he ™ l™17!,t " beC ° m8 ABAND °"ED 135 U.S.C. 5 1 33). 

earned paler,, term adjustment. See 37 CFR 1 . 704[b) oommun,ca.,on, eyen if timely filed, may reduce any 

Status 

1 ) X Responsive to communication(s) filed on Oct 23, 2002 
2a) J This action is FINAL. 




2b) X This action is non-final. 

3) l , Since this application is in condition for allowance exceot for fnrm a , ^ 

closed ,„ accordant «„ the p[actice under a ™ TcTu'^oo m" " * 
DisDOsition of Claims b ' ^ 13 ' 

4) X Claim (s) 1-34 



4a) Of the above, claim(s) 74, 75, and 30-34 



5) Claim(s; 



_ is/are pending in the application, 
is/are withdrawn from consideration. 



6) :X Claim(s) 1 z f£andJ6~29 

7) Claim(s) 

8) lJ Claims 

Application Papers 

9i: 



is/are allowed, 
is/are rejected, 
is/are objected to. 



are subject to restriction and/or election requirement. 



The specification is objected to by the Examiner. 



10) lj The drawing(s) filed on 



is/are a) □ accepted or b) Qbjected tQ by ^ 



1 1 )- ZT nt "I" 01 reqUeSt that ° bjeCtl0n t0 draW ' ng(S) be h6ld in abe Vance. See 37 CFR 1 85,a, 

11) ^ The proposed drawing correction filed on ic . al r- J^m. 85 (a). 

_ » . w ,o„. ^ d , awi „ 9 , _ Mmt , Kmom . :„:^ appr °" ed b,u * «• e — 

12) ^ The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

^""ZTT*? * ' C ' 8im '°' ,0,ei9 " Pri ° ,i,V "~ 35 «** 1 miaMd, or 

aj- All b)L_ Some* c)X None of: 

1 ■ X Certified copies of the priority documents have been received 
2. Certified copies of the priority documents have been received in Application No 

See t e attached detaiied Office action for a list of the certified copies noi received. 
14) Acknowledgement is made of a claim for domestic priority under 35 U S C 5 iig (e , 
, 5) a " 6 tr : n f ti0n ° f the forei '9 n ls ^° P^isional application has been received 
:i Jr W 96ment 5 " 3 Cla ' m ^ d ° meStlC — «** 35 — "120 and.r U, 

H X Notice of References Cited (PTO-892) 

2] " Not,™ n * n 4) — ,ntervi9w Summary (PTO-413) Paper No(s). 
l] ~ N ° t,Ce of Draftsperson". Patent Drawing Review (PTO-948) . . — 

•at " , 4 ' ■ Notlce of '"formal Patent Application (PTO- 1 SPl 

^^format,on Disclosure Statement,*) ( PTO- 1449, Paper No,,,. 61" Other: 



U. S, Patent and Trademark Office 

PTO-326 (Rev. 04-01) 



Office Action Summary 



Part of Paper No. 15 



Application/Control Number: 09/734,613 



Page 2 



Art Unit 



DETAILED ACTION 



Applicant's response to the restriction requirement received on 10/23/02 has been entered. 
Applicant's election with traverse of Group I, claims 1-13 and 16-29 is acknowledged. As 
applicants have not presented arguments in support of their traversal of the grounds for 
restriction, the restriction requirement is maintained for reasons of record as put forth in detail in 
paper no. 12. The requirement is still deemed proper and is therefore made FINAL. Claims 14-15 
and 30-34 are withdrawn from further consideration pursuant to 37 CFR 1 142(b), as being drawn 
to a nonelected invention, there being no allowable generic or linking claim. Applicant timely 
traversed the restriction (election) requirement in Paper No. 13. Claims 1-13 and 16-29 are 
currently under examination in the instant application. An action on the merits follows. 

Acknowledgment is made of applicant's claim for foreign priority based on an application 
filed in Great Britain on 1 1/3/98. It is noted, however, that applicant has not filed a certified copy 
of the GB 9823930.4 application as required by 35 U.S.C 1 19(b). 



Claim Rejections - 35 USC §103 



The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 



This application currently names joint inventors. In considering patentability of the claims 



under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various claims was 
commonly owned at the time any inventions covered therein were made absent any evidence to 
the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out the inventor 
and invention dates of each claim that was not commonly owned at the time a later invention was 
made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) and potential 35 
U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 1-13 and 16-29 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
U.S. Patent No. 6,162,963 (12/19/00), filed on 6/5/95, and hereafter referred to as Kucherlapati 
et al., in view of Mendez et al. (1997) Nat. Genet., Vol. 15, 146-156 and Popov et al. (1996) 
Gene, Vo. 177, 195-201. The applicant claims transgenic mice which comprise a YAC of about 
410 kb which contains a 380 kb region of the human lambda light chain locus in germline 
configuration including V, J, and C lambda genes. The applicant further claims said mice wherein 
the endogenous murine heavy and/or light chain loci have been inactivated, and/or wherein the 
mice further comprise a YAC containing a region of the human heavy chain locus in germline 
configuration and/or a region of the human kappa light chain locus in germline configuration. In 
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addition, the applicant claims said mice wherein the human lambda light chain is expressed in 
amounts equal to that of the endogenous murine kappa chain, or wherein the transgenic human 
lambda and transgenic human kappa light chains are expressed in approximately equal amounts. 



Kucherlapati et al. teaches methods of making transgenic mice which comprise 



various 



germline segments of the human Ig loci in order to produce mice capable of reproducing the 
normal human antibody repertoire in response to antigen (Kucherlapati, columns 3-4). In 
particular, Kucherlapati teaches that transgenic mice can be produced from murine embryonic 
stem cells modified to include YACs using spheroplast fusion techniques (Kucherlapati et al., 
columns 13-16). Specifically, Kucherlapati teaches that a number of different transgenic mice can 
be produced using their methods including mice which have one or both of the murine 
endogenous light chain and/or heavy chain loci inactivated by homologous recombination, and 
which further contain human immunoglobulin heavy chain and/or human light chain genes 
(Kucherlapati et al., columns 1 1-12). Kucherlapati et al. further teaches that the human light chain 



genes can be either human kappa light chain genes or human lambda light chain genes or both 
kappa and lambda light chain genes (Kucherlapati et al., column 11, lines 30-36). Kucherlapati et 
al. further teaches various human heavy chain and light chain YACs useful for making transgenic 
mice (Kucherlapati, columns 29-33). Finally, Kucherlapati et al. provides particular motivation for 
making a mouse with disrupted expression of both endogenous Ig heavy and light chain genes, 
and which comprises human heavy chain, kappa light chain, and lambda light chain loci by 
teaching that such a mouse, ".. would allow for the production of purely human antibody 
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molecules without the production of host of host/ human chimeric antibodies" (Kucherlapati et 1., 
column 11, lines 30-36). 

Mendez et al. supplements Kucherlapati et al. by teaching the production of Tsunamis I 
and Tsunamis II. Mendez et al. teaches transgenic mice which have disrupted endogenous Ig 
heavy chain and light chain loci, and which further have incorporated YACs comprising 
contiguous germline segments of the human Ig heavy chain and kappa light chain loci (Mendez et 
al., pages 146 and 154-155). In particular, Mendez et al. teaches that in mice with one allele of the 
smaller Ig YACs, an equal distribution of human kappa and murine lambda light chain gene 
expression was observed (Mendez et al., page 153, column 1). Mendez et al. also teaches that 
human antibody diversity and repertoire in the xenomice strains recapitulates that seen in humans 
(Mendez et al., pages 153-154). It is further noted that the human Ig heavy chain YAC utilized by 
Mendez includes Cu, C8, and Cy genes (Mendez et al., page 148). 

While Kucherlapati et al. teaches transgenic mice comprising unrearranged germline 
segments of the human lambda light chain loci, neither Kucherlapati et al. nor Mendez et al. 
specifically teaches a YAC encoding germline segments of the human lambda light chain loci. 
Popov et al. supplements Kucherlapati et al. and Mendez et al. by teaching the construction of a 
420 kp YAC which contains 380 kb of the unrearranged germline human Ig lambda light chain 
locus (Popov et al., page 195). Please note that the YAC described by Popov is the exact YAC 
used by applicants. Popov et al. further provides motivation for using the YAC to produce 
transgenic mice useful for structure-function studies of the human Ig lambda locus (Popov et al., 
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page 200, column 2). Thus, based on the motivation provided by Kucherlapati to make 
transgenic mice comprising germline segments of the human Ig lambda light chain loci, and the 
motivation provided by Popov et al. to use a 420 kb YAC comprising 380 kb of the human 
lambda light chain loci to make transgenic mice, it would have been prima facie obvious to the 
skilled artisan to use the 420 kb YAC described by Popov in the methods of making transgenic 
mice taught by Kucherlapati et al.. Further, based on the successful use of the methods taught by 
Kucherlapati to produce human Ig transgenic mice as taught by Mendez et al., the skilled artisan 
would have had a reasonable expectation of success in using the YAC taught by Popov et al. to 
introduce human lambda light chain genes into the germline of a mouse. 



The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the subject 
matter which the applicant regards as his invention. 

Claims 4, 7-1 1, and 27-29 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 



Claim Rejections - 35 USC § 112 
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Claim 4 recites wherein , ". .the proportion of the k and X light chains expressed by said 
human lambda genes..". Since the human lambda locus does not contain any k light chain genes, 
this statement is confusing such that the metes and bounds of the claim cannot be determined. 



Claims 7-1 1 are rejected under 35 U.S.C. 1 12, second paragraph, as being incomplete for 
omitting essential steps, such omission amounting to a gap between the steps. See MPEP § 
21 72.01 . Claim 12, which depends on claim 7-11, includes all the steps necessary to actually 
produce the desired mouse. In particular, please note that the YAC in step (a) of claim 7 cannot 
be introduced into the murine embryonic stem cells in the absence of protoplast fusion, see the 
limitations of claim 10. Further, step (b) recites "deriving a transgenic mouse from the cells of 
step (a)". The term "deriving" is vague and indefinite and fails to constitute any actual method 
step which would lead to a transgenic mouse from a cell. 

Claims 27-29 are rejected under 35 U.S.C. 1 12, second paragraph, as being incomplete for 
omitting essential elements, such omission amounting to a gap between the elements. See MPEP 
§2172.01. The claims recite a transgenic mouse carrying human X light chain genes wherein the 
expression of the X locus genes is equal or greater than that of the endogenous or transgenic 
human k locus. The transgenic mouse as described does not appear to contain human k locus 
genes, as such it would appear that the claims as written are missing the essential element that the 
transgenic mouse also carries human k light chain genes. 



• 
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No claims are allowed. 

Any inquiry concerning this communication from the examiner should be directed to Anne 
Marie S. Wehbe, Ph.D., whose telephone number is (703) 306-9156. The examiner can be 
reached Mon-Fri from 10:30-7:00 EST. If the examiner is not available, the examiner's 
supervisor, Deborah Reynolds, can be reached at (703) 305-4051. General inquiries should be 
directed to the group receptionist whose phone number is (703) 308-0196. The technology center 
fax number is (703) 308-4242, the examiner's direct fax number is (703) 746-7024. 



Dr. A. M.S. Wehbe 




